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Background: SB5 is developed as a biosimilar of the reference adalimumab (ADL). Equivalence in pharmacokinetics (PK) and efficacy between SB5-pre-filled syringe (PFS) and ADL-PFS has been demonstrated in a phase I and phase III study.
1,2 The PK equivalence between SB5-PFS and SB5-pre-filled pen (PFP) in healthy subjects has been reported previously. Objectives: To compare the usability and safety of SB5-PFS and SB5-PFP from a phase II study.
Methods:
This was an open-label, single-arm study in patients with rheumatoid arthritis (RA). Patients with RA self-administered a total of 6 injections of 40 mg SB5 every other week; the first two injections were through PFS and the following four injections were through PFP. The primary objective of this study was to demonstrate comparability between PFS (at week 2) and PFP (at week 6) in terms of injection site pain score. Patients completed a pain evaluation questionnaire using an 11-point numeric rating scale at two time points (immediately and 15-30 minutes post-injection) after the first four injections. Equivalence between PFS and PFP was concluded if the 97.5% confidence interval (CI) of the difference in the injection site pain score was contained within the equivalence margin of ±5. Other usability (overall impression and patient preference) and safety endpoints were also measured.
Results: A total of 49 patients were enrolled and 48 patients completed the study. The mean injection site pain score was 2.3 in PFS vs. 2.0 in PFP immediately post-injection and 0.8 in PFS vs. 0.7 in PFP at 15-30 minutes post-injection. At both time points the score was equivalent between PFS and PFP: the 97.5% CI was (−0.99, 0.30) and (−0.47, 0.25) immediately and 15-30 minutes post-injection, respectively. The overall impression was also comparable between PFS and PFP. There were no patients who had an overall impression of extremely unfavorable and the proportion of patients who had a favorable impression was higher than that of unfavorable impression in both PFS and PFP. The overall preference for PFP (56.5%) was higher than PFS (30.4%) as presented in the Table. Both PFS and PFP were well tolerated and there were no serious treatmentemergent adverse events. Only one patient after administration of PFS experienced injection site reaction.
Conclusions:
The injection site pain score of PFS and PFP was comparable with overall preference rate higher for PFP. Both PFS and PFP were well tolerated with similar safety profiles. Background: The appearance of tumor necrosis factor-alpha (TNFalpha) inhibitors dramatically changed the prognosis of rheumatoid arthritis. Certolizumab pegol (CZP) is a human Fab fragment of anti-TNFalpha monoclonal antibody which is approved for the treatment of rheumatoid arthritis. We performed a systematic review and meta-analysis, with Cochrane methodology, of the effects of CZP in rheumatoid arthritis. Objectives: To assess the clinical benefits and harms of CZP in patients with rheumatoid arthritis. Methods: We performed a search of electronic database (Cochrane Database, MEDLINE, EMBASE, Web of Knowledge and clinicaltrials.gov) until 26th September 2016. We searched for randomized controlled trials of CZP in rheumatoid arthritis compared to any other agent including placebo. Results: 14 trials were included for the meta-analysis, 12 (5422 patients) in the pooled analysis for benefits and 14 (5499 patients) in the pooled analysis for safety. The overall possibility of bias seemed to be low but the quality of the evidence was low due to the risk of attrition bias. With the approved dose -CZP 200 mg subcutaneous every other week with the first three doses of 400 mg -CZP showed statistically significant improvements at 24 weeks compared to placebo in: ACR50 absolute improvement 27% (95% CI 20% to 33%), RR 3.8 (95% CI 2.42 to 5.95) and NNT=4 (95% CI 3 to 8); DAS28 <2.6 -original definition of remission -with RR 3.79 (95% CI 1.90 to 7.56); HAQ with -12% absolute improvement (95% CI -9% to -14%); and erosion score with -0.29% (95% CI -0.42% to -0.17%). There are also data available at 12 weeks with RR of 1.99 (95% CI 1.44 to 2.76) of achieving DAS28<2.6 with CZP 200 mg dose. The proportion of patients achieving DAS28<2.6 was still higher with CZP at 52 weeks with RR of 1.83 (95% CI 1.53 to 2.18). Serious adverse events were more frequent for CZP 200 mg dose with a RR of 1.47 (95% CI 1.13 to 1.91) and NNH of 32. There have been eight adverse events leading to death in CZP 200 mg group versus two in the control group (not statistically significant) and 10 patients developing tuberculosis versus two in the control group (not statistically significant).
There is low level evidence from randomized controlled trials that CZP as monotherapy or combined with methotrexate improved ACR50, DAS28, HAQ and joint damaged on x-ray. Adverse events were more frequent with active treatment. Disclosure of Interest: None declared DOI: 10.1136/annrheumdis-2017-eular.6433 
